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REMARKS 

This is in response to the Final Office Action dated January 13, 2005. 
I. Status of the Claims : 

Claims 7-23 are pending, claims 18-23 have been withdrawn from consideration. By 
this amendment, new claims 24-30 have been added. Therefore, upon entry of this amendment, 
claims 7 through 17 and 24 through 30 will be at issue. 

By this amendment, claims 7, 9, 12-15, and 17 have been amended and new claims 24- 
30 have been added. Claim 7 has been limited to mutant PS1 proteins, wherein the mutant PS1 
protein comprises at least one mutation relative to a normal PS1 protein having the sequence of 
SEQ ID NO: 1 . Support for the present amendment is found in the specification, for example, at 
page 6, lines 24-28 and page 9, lines 9-15. 

Claim 9 has been amended, omitting reference to the acronym hNPRAP and adding the 
term "human Neural Plakophilin Related Armadillo Protein." Support for this amendment is found 
in Paffenhoiz, R. and Franke, W. (1997) Differentiation 61:293-304, which evidences that the 
acronym hNPRAP was well known in the art to be the acronym for human Neural Plakophilin 
Related Armadillo Protein. (A copy of Paffenhoiz and Franke, was submitted previously with the 
applicants' amendment of November 29, 2004). 

Claim 17 has been amended to recite the additional step of comparing the levels of 
nuclear armadillo protein to a second control comprising cells expressing a wild-type presenilin and 
said armadillo protein. Support of the this amendment is found in the specification, for example, at 
page 9, lines 17-20 and page 10, lines 21-23. 

Claims 12 and 13 have been amended to provide proper antecedent basis for the term " 
said mutant PS1 protein." 
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Claims 14 and 15 have been amended to depend from new claim 24 which specifically 
relates to a mutant PS2 protein. 

New claim 24 has been added by this amendment. Claim 24 is directed to a mutant PS2 
protein comprising at least one mutation relative to a normal PS2 protein, wherein the normal PS2 
protein has an amino acid sequence of SEQ ID NO. 2. Support for claim 24 is found in the 
specification, for example, at page 6, line 28-page 7, line 1; page 9, lines 9-15 and original claim 7. 
New claims 25 through 30, which depend from new claim 24, have also been added. Support for 
new claims 25 through 30 is found in the specification, for example, at original claims 8 through 11, 
16 and 17. 

No new matter has been introduced by these amendments. 
II. Claim Rejections : 

The Examiner has rejected claims 7-17 as allegedly indefinite. Applicant's respectfully 
traverse the present rejection, and request reconsideration in view of the present remarks and 
amendments. 

The Examiner maintains that recitation of the term "mutant presenilin protein" renders 
claim 7 indefinite, because it is unclear what a "normal" presenilin protein looks like. Without 
conceding the correctness of the Examiner's rejection, the term "mutant presenilin protein" has been 
deleted from claim 7. Claim 7 has been further amended to recite a mutant PS1 proteins, wherein 
the mutant PS1 protein comprises at least one mutation relative to a normal PS1 protein having the 
sequence of SEQ ID NO: 1. Applicants' submit that amended claim 7 clearly sets forth the metes 
and bounds of the claimed subject matter. Applicants have assigned the term "mutant" its ordinary 
meaning, e.g. a polypeptide sequence having at least one substitution, addition or deletion, relative 
to the wild type protein. See, e.g., page 7, lines 3 through 5. Applicants have further defined a 
normal PS1 protein to be a wild-type protein as defined by SEQ ID NO: 1. Additionally, 
applicants' have provided several embodiments of mutant PS1 proteins in the specification that are 
illustrative of the presently claimed invention. See, e.g., page 6, line 22 through page 7, line 7 and 
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U.S. Application No. 08/888,077 (now U.S. Patent No. 6,020,143) which is incorporated by 
reference in the present application. Therefore it is believed that claim 7 satisfies the requirements 
of 35 U.S.C. §112, second paragraph and applicants respectfully request that this rejection be 
withdrawn. 

New claim 24 recites a mutant PS2 protein comprising at least one mutation relative to a 
normal PS2 protein, wherein the normal PS2 protein has an amino acid sequence of SEQ ID NO. 2. 
Applicants' submit that the term "mutant PS2 protein" is adequately describes the claimed invention 
and that one of ordinary skill in the art could readily envision the PS2 proteins that fall within the 
scope of the claim. Thus, claim 24 clearly sets forth the applicants invention with clarity and 
precision such that one of ordinary skill in the art is readily appraised of the full scope of the 
claimed invention. Therefore, applicants' submit that new claim 24 and dependent claims 25 
through 30 satisfy the requirement of 35 U.S.C. §112, second paragraph and respectfully request 
that they be passed to issuance. 

The Examiner has also rejected claim 9 as indefinite, maintaining that the acronym 
hNPRAP is not defined in the specification. Claim 9 has been amended, omitting reference to the 
acronym hNPRAP and adding the term "human Neural Plakophilin Related Armadillo Protein." It 
was well known in the art at the time the application was filed that hNPRAP is the acronym for 
human Neural Plakophilin Related Armadillo Protein. The Examiner is directed to Paffenhoiz, R. 
and Franke, W. (1997) Differentiation 61 :293-304, submitted previously, as evidence of the well 
known meaning of the acronym hNPRAP in the art. The amendment of claim 9 is believed to 
address and overcome the Examiner's rejection and therefore applicants respectfully request that the 
rejection be withdrawn. 

The Examiner has also rejected claim 17 as indefinite for lack of antecedent basis. The 
Examiner maintains that the phrase "said control" lacks antecedent basis in claim 7 as the control of 
claim 7 refers to a culture of cells that express armadillo protein and a mutant presenilin protein 
without a test substance. Without conceding the correctness of the Examiner's rejection, claim 17 
has been amended to recite the additional step of comparing the levels of nuclear armadillo protein 
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to a second control comprising cells expressing a wild-type presenilin and said armadillo protein. 
Applicant's submit that the present amendment obviates the present rejection and therefore 
respectfully request that it be withdrawn. 



In view of the foregoing amendments and remarks, it is respectfully requested that the 



application be reconsidered and that all pending claims be allowed and the case passed to issue. 



If there are any other issues remaining, which the Examiner believes could be resolved 



through either a Supplemental Response or an Examiner's Amendment, the Examiner is respectfully 
requested to contact the undersigned at the telephone number indicated below. 



DARBY & DARBY P.C. 
P.O. Box 5257 

New York, New York 1 01 50-5257 
(212) 527-7700 
(212) 527-7701 (Fax) 



CONCLUSIONS 



Dated: March 1 1 , 2005 




MicnaenL Suhivan 
Registratiorr-NO. : 54,479 
Attorney For Applicants 
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